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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
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This REPORT consists of a total of . 



. sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



. sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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PCT/JP2003/011722 



I. Basis of the report 



1. With regard to the elements of the international application:* 
P>^| the international application as originally filed 

I | the description: 

pages 

pages __ 



, as originally filed 

, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



m , filed with the letter of 



□ 



the drawings: 

pages 

pages 



, as originally filed 
, filed with the demand 



_ , filed with the letter of 



FT] me sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



_, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I | the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55,3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 



4.D 



The amendments have resulted in the cancellation of: 

the description, pages 

f^ 1 the claims, Nos. 

I the drawings, sheets/fig 



5 I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
* — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70. 17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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rial application No. 
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m. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I | the entire international application. ^ 
claims Nos. 14-16 



because: 



the said international application, or the said claims Nos. . . 14-16 



relate to the following subject matter which does not require an international preliminary examination (specify): 

This examination finds that each of claims 14-16 clearly includes a method of 
immunotherapy which involves a procedure in which a chemical substance is administered to the 
human body, which does not require an examination by the International Preliminary Examining 
Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 14-16 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

| | the written form has not been furnished or does not comply with the standard. 
|~| the computer readable form has not been furnished or does not comply with the standard. 
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IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 

□ 

restricted the claims, 
paid additional fees. 
1 I paid additional fees under protest. 

neither restricted nor paid additional fees. 



□ This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68.1, 
not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
I I complied with. 

[XI not complied with for the following reasons: 

The inventions of claims 1-13 and 17-22 concern 12 species of antigenic peptides and their 
application for the inhibition of tumor neovascularization. This examination finds no structural 
property in common in these peptides, and their only common point is that each is an antigenic peptide 
derived from VEGFR-2. 

However, as the applicant admits, the control of neovascularization in tumors by vaccine therapy 
using VEGFR-2 is publicly known to persons skilled in the art. Therefore, the fact that they are all 
derived from VEGFR-2 cannot serve as a special technical feature shared by these 12 species of 
peptides. 

As a result, this application contains 12 separate inventions having each one of the 12 peptides 
itself as a special technical feature, and this international application does not satisfy the requirement 
for unity of invention (Regulations Rule 13 (PCT Rules 13.1, 13.2 and 13.3). 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

I I all parts. 

the parts relating to claims Nos. 1-4 foortions^ 9-13 (portions^. 17-22 (portions^ 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-4, 9-13, 17-22 



1-4, 9-13, 17-22 



YES 
NO 

YES 



NO 



1-4, 9-13, 17-22 



YES 
NO 



2. Citations and explanations 



(Documents) 



Document 1 : 



Document 2: 
Document 3: 
Document 4: 



Li, Y. et aL, "Active immunization against the vascular endothelial growth factor 
receptor flkl inhibits tumor angiogenesis and metastasis," J. Exp. Med., (June 2002), 
Vol. 195, No. 12, pp. 1575-1584 

WO 99/59636 Al (Kyowa Hakko Kogyo Co., Ltd.) November 25, 1999 
WO 99/401 18 Al (Kyowa Hakko Kogyo Co., Ltd.) August 12, 1999 
WO 98/31794 Al (Toa Gosei Co., Ltd.) July 23, 1998 



(Commentary) 

Document 1 states that VEGFR-2 neutralizing antibodies and a response by cytotoxic T-cells are 
induced by immunotherapy using VEGFR-2 (KDR), which is the origin of the peptides in this 
application, as an antigen, and that metastasis and neovascularization are blocked thereby. However, it 
makes no implication concerning which partial peptides within VEGFR-2 can be used effectively and 
what level of effect can be obtained in the event such partial peptides can be used. 

Documents 2-4 each describes the inhibition of binding between VEGF and VEGFR-2 by using 
VEGFR-2 partial peptides or the production of antibodies that neutralize VEGFR-2. In documents 2 
and 3, the second to the fourth Ig-like domains of VEGVR-2 are essential for binding with VEGF, and 
an antibody that neutralizes the fourth Ig-like domain is obtained. In document 4 an attempt is made to 
inhibit binding between VEGF and VEGFR-2 with peptides that include the first to the second Ig-like 
domains. 

Conversely, the peptide represented by SEQ ID NO: 8 of this application is included in the second 
Ig-like domain of VEGFR-2, but in documents 2 and 3 the focus is on the fourth domain, and it reports 
that antibodies specific to the second domain did not exhibit any neutralizing activity toward VEGFR- 
2. Likewise, document 4 makes no implication concerning the fact that partial peptides included in the 
second domain exhibit any kind of effect independently. 

Moreover, the Examples show that the peptide represented by SEQ ID NO: 8 of this application 
can create antigen-presenting cells that exhibit pronounced CLT induction activity. 

Based on the above, the parts of claims 1-4, 9-13, and 17-22 that concern the peptide represented 
by SEQ ID NO: 8 are novel and involve an inventive step with respect to documents 1-4 above. 
Furthermore, the same parts of claims 1-4, 9-13, and 17-22 have industrial applicability. 



Fonn PCT/ IPEA/409 (Box V) (July 1998) 

BEST AVAILABLE COPY 



